What is Claimed: 

1 . A compound selected from the group of coiiipounds represented by Formula (I): 



wherein: 




is hydrogen or acyl; 
is hydrogen or alkyljl 
A is an aryi or heteroa^l ring; 
B is an aryl or heteroa 
R^ is selected from ^ group consisting of: 




' alkylamino or dialkylamino; 
ylammo; 

^optionally substituted heterocyclyl; 
optionally Substituted aryl or heteroaryl; 
hetefoalkyl;\ 
hetero^kenyl;\ 
hetproalkynyl; 

roalkoxy; 
he[teroalkylamino; 

o )tionally substituted heterocyclylalkyl; 
o ^tionally substituted heterocyclylalkenyl; 
optionally substituted heterocyclylalkynyl; 
Optionally substituted heterocyclylalkoxy, cyclyloxy or 



heterocyclyloxj 
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optionally substituted heterocyclylalkylamino; 
optionally substituted l^terocyclylalkylcarbonyl; 
heteroalkylcarbonyl; 

-NHS02R^ where R^is alkyl, heteroalkyl or optionally 
substituted heterocyclylalkyl; 

-NHS02NR''R^ where R^ and R* are, independently of each 

other, hyarogen, alkyl or heteroalkyl; 
-Y-(alkylene)-Rf where: 

Y is a single bond, -0-, -NH- or -S(0)n- (where n is an 

integer from 0 to 2); and 

R^ is eyano, optionally substituted heteroaryl, -COOH, - 
COr/^ -COOR*^ -CONR^^R'^ -S02R^\ -S02NR^^R^^ 

JOaR^^ or -NHS02NR'^R^^ where R^° is alkyl or 
opuonal^^^ heterocycle, R^^ is alkyl, and R^^, 

/, W\ R^ VR^^ R'\ R^^ and R^^ are, independently of 
ea^h other, hydrogen, alkyl or heteroalkyl; 
=NRr)(NR^*R^^) where R^^ R^* and R^^ independently 
^present hydrogen, alkyl or hydroxy, or R^^ and R^^ 
together are -(CH2)n- where n is 2 or 3 and R^^ is 
f hydrogen or alkyl; 
-NHq|;X)NR^^R^'^ where X is -O- or -S-, and R^^ and R^"^ are, 
independently of each other, hydrogen, alkyl or 
heteroalkyl; 

-C^NR^R^^ where R^^ and R^^ independently represent 

hydrogen, alkyl, heteroalkyl or optionally substituted 
heterocyclylalkyl, or R^^ and R^^ together with the 
nitrogen to which they are attached form an optionally 
substituted heterocyclyl ring; 
■[s(0)nR^^ where n is an integer from 0 to 2, and R^^ is alkyl, 
leteroalkyl, optionally substituted heterocyclylalkyl or 
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-NR^*R^' where R%id are, independently of each other, 

hydrogen, alkyl or heteroalkyl; 
(x) cycloalkylalkyl.ifcycloalkylalkynyl and cycloalkylalkynyl, all 

optionally substituted with alkyl, halo, hydroxy or amino; 
(y) arylaminoalk^ene or heteroarylaminoalkylene; 
(z) Z-alkylene-Ml^ V or Z-alkylene-OR'^ where Z is -NH-, - 

N(lower allAl)- or -0-, and R^°, R^'and R^^ are independently of 

each other/hydrogen, alkyl or heteroalkyi; 
(aa) -0C(0)- Jkylene-COzH or -OC(0)-NR'R" (where R' and R" 

are independently hydrogen or alkyl); and 
(bb) heteroawlalkenylene or heteroarylalkynylene; 
R^ is selected from the group consisting of: 

(a) hydrogen; 

(b) halo;] 

(c) all 

(d) adkc/xy; andN 

(e) / hydroxy; 
R^ is selected from the grou^ consisting of : 

hydrogen; 

[yi; 

^ aloalkyl; 

ioalkyl; 
hydroxy; 
amino; 
alkylamino; 
dialkylamino; 
heteroalkyi; 

optionally substituted heterocycle; 
optionally substituted heterocyclylalkyl; 
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(m) optionally slibstituted heterocyclylalkoxy; 
(n) alkylsulfohyl; 

(o) aminosijlfonyl, mono-alkylaminosulfonyl or di- 
alkylaminosulf 
(p) heter^alkoxy; and 
(q) /eafW)xy; 
is selecteS frortf the group consisting of: 

(a) / hyfiri^gen; 

(b) l 
(c) 

(d) alkoxy; 

prodrugs, individual isomers, mixtures of isomers and pharmaceutically acceptable 
salts thereof. 

/ f 

The compound of Claim 1 wheiein is: 

(a) optionally substimted heterocyclyl; 

(b) aryl or he teroaryl both optionally substituted with a substituent 
selected from h^ o, alkyl, amino, alkoxy, carboxy, lower alkoxy 

(where R' is alkyl) or SOaNHR'R" (where K and R" 
hydrogen or alkyl); 



carbonyl, SO2R' 
are independent! 

(c) 



25 



30 



(d) 
(e) 

(f) 
(g) 

(h) 

(i) 

0) 
(k) 

(1) 



heteroalki 


^1; 


heteroalW 


^nyl; 


heteroalk] 


lamino; 


heteroalkc 





optionally Substituted heterocyclylalkyl or heterocyclyloxy; 
optionally Substituted heterocyclylalkenyl; 
optionally s ubstituted heterocyclylalkynyl; 
optionally s ibstituted heterocyclylalkoxy; 
optionally s ibstituted heterocyclylalkylamino; 
optionally s ibstituted heterocyclylalkylcarbonyl; 
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(k) -Y-(alkylene)-R^ whe/e Y is a single bond, -O- or -NH- and 
is optionally substituted hete(oaryl, -CONR^^R^\ S02R^^ -SOjNR'^R^^ 
.NHSO2R'' or •NHS02NRrR^' where R'\ R'\ R'\ R'' R'\ R'' 
and R^^ are independentlyfof each other hydrogen, alkyl or heteroalkyl; 
(1) cycloalkylalkyl, cycloalkylalkynyl and cycloalkylalkynyl, all 
optionally substituted witih alkyl, halo, hydroxy or amino; 
(m) arylaminoalkyledb or heteroarylaminoalkylene; or 
(n) Z-alkylene-NR^^R^^ where Z is -NH-, -N(alkyl)- or -0-, and R^° 
and R^^ are independenffly of each other, hydrogen, alkyl or heteroalkyl. 



M= 3. The compound of Claim 2 wherein R] and R^ are hydrogen; and B is phenyl. 



The compound of Claim 3 wherein M is phenyl. 



yilS 5. The compound of Claim 4 wherein is hydrogen; and R^ is halo or alkyl. 



b 

nil 



20 7. 



The compound of Claim 5 wherein/R^ is chloro, fluoro or methyl; and R^ is hydrogen, 
chloro, fluoro, methyl or methoxy. 

The compound of Claim 5, wherein R^ is optionally substituted heteroaryl. 



25 



The compound of Claim 7, wherein R^ is pyridin«2-yl, pyridin>3-yl, pyridin-4-yl, N- 
oxidopyridin-2-yl, N-oxidopyridipi-3-yl, N-oxidopyridin-4-yl or pyridon-2-yl, all 
optionally substituted. 

9. The compound of Claim 8, wherein R^ is at the 3-position. 

10. The compound of Claim 9, wherein R^ is 4-F and R^ is hydrogen. 



30 11. The compound of Claim 9, wherein R^ is 2-Me and R^ is hydrogen 
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12. The compound of Claim 5, wherein i^ptionally substituted phenyl. 

13. The compound of Claim 1 2, wherein is 3-sulfamoylphenyl, 3- 
methylsulfonylphenyl, 3-carboxyphenW or 3-ethoxycarbonylphenyl. 

14. The compound of Claim 13, whereiri is at the 3-position. 

15. The compound of Claim 14, wherdn R^ is 4-F and R^ is hydrogen. 



10 16. 




m 



20 



The compound of Claim 5, wher^n R^ is: 

(a) heteroalkyl; 

(b) heteroalkoxy; 

(c) heteroalkylamin^; 

(d) optionally substituted heterocyclylalkyl; 

(e) optionally substituted heterocyclylalkoxy; 

(f) optionally substituted heterocyclylalkylamino; 

(g) -Y-(alkylene)/R' where Y is a single bond, -O- or -NH- and R' is 
optionally substitutefl heteroaryl, -CONR'^R'^ S02R'^ -SOzNR'^R'^ - 
NHSO2R" or -NH^JaNR'^R" where R'\ R'^ R'^ R'^ R"* R", R*' and R" 
are independently of each other hydrogen, alkyi or heteroalkyl; or 

(h) Z-alkyleneisfR^°R^' where Z is -NH-, -N(alkyl)- or -0-, and R^° and 
R-" are independently of each other, hydrogen, alkyl or heteroalkyl. 



25 



17. The compound ofClain^ 16, wherein R^ is heteroalkyl. 

18. The compound of Clai^ 17, wherein R' is at the 3-position and is selected from the 
group consisting of 2-dimethylaminoethyl, 3-dimethylaminopropyl, 4- 
dimethylaminobutyl, 2l-dimethylaminoethylamino, 3-dimethylaminopropylamino, 
hydroxymethyl, 1 ,2-dfliydroxyethyl, 3-hydroxy-3-methyl-l -butyl or 3-hydroxybutyl. 



30 
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19. The compound of Claim 18, wherein is 2-F and is 4-F. 



20. The compound of Claim 18, whereiii R^ is 4-F and R^ is hydrogen. 



5 21. The compound of Claim 18, wherdin R^ is 2-Me and R^ is hydrogen. 



22. The compound of Claim 16, wherbin R^ is heteroalkoxy or heteroalkylamino. 



23. The compound of Claim 22, wherein R' is at the 3-position and is selected from the 
^0 O group consisting of 3-dimethylai linopropoxy, 2-dimethylaminoethoxy, 2- 

hydroxyethoxy, 2,3-dihydroxypr )poxy, 2-dimethylaminoethylamino and 3- 
dimethylaminopropylamino. 



4* 

Uih5 



24. The compound of Claim 23 whirein is 4-F or 2-Me and is hydrogen. 

25. The compound of Claim 16, wl erein R^ is optionally substituted heterocyclylalkyl, 
optionally substituted heterocy< lylalkoxy or optionally substituted 
heterocyclylalkylamino. 



20 26. The compound of Claim 25, wAierein R^ is at the 3-position and is selected from the 
• group consisting of 3-(morphdlin-4-yl)propoxy, 2-(morpholin-4-yl)ethoxy, 2-(2-oxo- 
pyrrolidin-l-yl)ethoxy, 3-(morpholin-4-yl)propyl, 2-(morpholin-4-yl)ethyl, 4- 
(morpholin-4-yl)butyl, 3-(molpholin-4-yl)propylaniino, 2-(morpholin-4-yl)ethylamino, 
4-hydroxypiperidinylmethyl,f2-(S,S-dioxo-thiamorpholin-4-yl)ethyl,3-(S,S-dioxo- 
25 thiamorpholin-4-yl)propyl afid N-methylpiperazinylmethyl. 



27. The compound of Claim 26 



wherein R^ is 4-F or 2-Me and R is hydrogen. 
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The compound of Qaim 16 wherein ^ is -Y-(alkylene)-R' where Y is a single bond, 
O- or -NH- and is optionally subsututed heteroaryl, -CONR'^R", SO2R'*, - 
SOjNR^^R'^ -NHSO2R'' or -NHsdNR'^R" where R'^ R", R" R". R'' 

and R'' are independently of each ither hydrogen, alkyl or heteroalkyl. 

The compound of Claim 28, wher|in Y is a single bond and R' is SOaR'"* or 
SOzNR'^R'^ 

The compound of Claim 29 whdtein R^ is methylsulfonylethyl or sulfamoylethyl. 
The compound of Claim 30 wherein R^ is 4-F or 2-Me and R** is hydrogen. 



^ 32. 

m 




A pharmaceutical compositioiyfebttiprising a therapeutically effective amount of a 
compound of Claim 1 and a p^rma^eutically acceptable excipient. 



A method of treatment of 
MAP kinase inhibitor, cor^pnsmg 
effective amount of a 



disease in a mammal treatable by administration of a p38 
administration to the mammal a therapeutically 
combound of Claim 1. 



/ 34. The method of Claim 33 wherein the disease is an inflammatory disease. 

35. The method of Claim 34 wherein the disease is arthritis. 

36. A process for preparing a ccinpound of Formula (I) selected from compounds of 
25 Claim 1 , which process conlprises: 

(i) reacting a 2-keto-3-phenylaminoacrylonitrile of Formula i: 

" PhHN 
1 



with a hydrazine of Fbnnula 2: 
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where R\ R" and R^ are as defined ij. Claim 1 to provide a compound of Formula 
(I) where R' is hydrogen; or 

(ii) reacting a 2-keto-3-phenylamiJoacrylonitrile of formula 3: 



,CN 



m 

•asw' 

m 

Ski- 



W 10 



15 



where Z is either hydroxy, nitro or ftalo group and R'* are as defined in Claim 1 with a 
hydrazine of formula 2 to provide i compound of formula 4: 




followed by conversion of thejz group tj? the desired R^ group to provide a compound 



of Formula (I) where R' is 

(iii) optionally modifyi 

(iv) optionally convert 
(iii) above, to the 

(v) optionally convei 
(iii) above, to the c 



(vi) 



ogen; 

y of the R', R^ R\ R^ or R^ groups; 
ig pe compound of Formula (I) prepared in Steps (i), (ii) or 
acid addition salt by treatment with an acid; 
:in^ the compound-(rf-Formula (I) prepared in Steps (i), (ii) or 
esponding free base by treatment with a base; and 
optionally separatii/g a mixture of stereoisomers of a compound of Formula (I) 
prepared in Steps (1) - (v) above, to give a single stereoisomer. 
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37. A process for preparing a compound of Formiria (I) selected from compounds of 
Claim 1, which process comprises reacting aycompound of Formula 5: 

O 



where L is a leaving group under orgapometallic displacement reaction conditions 




with an organometallic reagent of formu^ ^ Y "^^^^^ M is a metallic moiety to 
provide a compound of Formula (I) whferd is hydrogen; 

'^R^R^R^ or Regroups; 

d of Formula (I) prepared in Steps (i) or (ii) above, to 
t by treatment with an acid; 



(ii) 
(iii) 



(iv) 



15 (V) 



optionally modifying any of 
optionally converting the coj 
the corresponding acid add, 
optionally converting the 
the corresponding free b; 
optionally separating a mixi 



fomp^iiftd of Formula (I) prepared in Steps (i) or (ii) above, to 
by ^atmentw ith a b ase; and 

of stereoisomers of a compound of Formula (I) prepared 



in Steps (i) or (iv) above, to Ave a single stereoisomer. 



:|e 9|e 4: * * 
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